circLgr4 drives colorectal tumorigenesis and invasion through Lgr4-targeting peptide.
Colorectal cancer is one of the most common cancers all over the world. Colorectal cancer stem cells (CSCs) drive colorectal tumorigenesis and metastasis, while, the biology of colorectal CSCs remains unclear. Circular RNAs (circRNAs) emerge as critical regulators in various biological processes, but their roles in colorectal CSCs remain indistinct. Here we identified circLgr4 as a highly expressed circRNA in colorectal tumors and colorectal CSCs. circLgr4 knockdown inhibited colorectal CSC self-renewal, colorectal tumorigenesis and invasion, and circLgr4 overexpression played opposite roles. With peptide-coding capacity, circLgr4 drove the self-renewal of colorectal CSCs through peptide-dependent manner. circLgr4-derived peptide interacted with and activated Lgr4, which further promoted the activation of Wnt/β-catenin signaling. circLgr4-peptide-Lgr4 axis could be used to target colorectal CSCs and colorectal tumorigenesis. Our work revealed a functional circRNA in colorectal CSCs, adding a novel layer for circRNA function and colorectal CSC regulation. This article is protected by copyright. All rights reserved.